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(54) Title : NOVEL THIAZOLE DERIVATIVE 
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(57) Abstract 

A novel thiazole derivative represented by general formula (I), which has a selective agonistic activity for 5-HT3 receptor, a 
pharmaceutical composition thereof, and a process for producing the same. In the said formula, represents hydrogen or 
lower alkoxy ; R2 and R3 are such that R2 represents hydrogen and R^ represents a group, -Y-Het, wherein Y represents a 
single bond or lower alkylene and Het represents a nitrogenous heterocyclic group, or alternatively R2 and R3 are combined 
together to form a group, -(CH2)ni-NR4.(CH2)n-5 wherein m and n are each 1 or 2 and R4 represents lower alkyl; and X re- 
presents -NH-, -NHC(=0)NH-, -C(=0)NH- or -NHC(«0).. 



(57) Wl^ *§6«fct» — ife^ ( I ) tim-^tii,5 -HT, S#i*:<DilS^BSlS 

<> ■ -C(' 



it- ( CH, )m -N- ( CHi)n 
1 

R* 



o o o 

li il II 

-NHCNH-. -C-NH-A -NHC - ) 



AT :t — X I- r ES X '< > ML-^>l 

AU :r — X h 7 >; r Fi -/ i >^>v mn t > 

BB |r PR -7 7 > X MR t - 'J ^ T 

BE -^/U^— GA MW-v^e^-f 

BP -//p=^--^.-/rv GI *'-r m.*7>r 

BG -/ ^^ * >; r GB -f U X NO / A- X - 

' GR ^ 'i -> + PL *•— 7 >- K 

BR7 5 i?/p HU RO ;i^-vr;r 

CA IT -f U — SD X—r> 

CP ^-^T -/ *#iBiH jp a* SE 5 1-r > 

CH X -f X KB ±»S.m SU*V < hM» 

CI n- |. .i>,|r7-_/i, LI >; f5->v^^r-f ^ TD-f-^—f^ 

CM*/t/l. — > LKXijvv* TGh — 3* 

CS X 3 X D * r UJ Or f -k > -/ lu T us 3kS 

DE I' -! -/ MC * + a 
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1 

m m ^ 

10 -tuh-vCS-HT) m^^J^IJ L t: 4 S^^i" ^ h 

^^fcg-f^-* - n :/i§-kn b ( 5-HT ) ^^#1:3^11^ S-HT, 
^^f*:t:^;t«bHt:\-^^c ^5l^5-HT3^^#^cPLtit. 5-HT3 

15 ^a#i^2. 125, 398, 2, 166, 726, 2. 126, 
7 2 8 St^2, 1 5 3. 8 2 1 ^^:iBiSO'^k^i^:&*^^lbi^t:\.^^o b 

20 ^590PS;^ 

-^ife^iOML-t;^^ U -->'ir^iii6t:tfc^:l^. Tie— (I) 
-e^^tL^sff^/i^T y*-^^M^#>e>K 5 -HT3 ^^^^O'S:^^^^ 



(57) *SI8§fct. —m^C I ) X-;^5*t*5 -HT, ^^i^tOMnmik 



( I ) 



(o^tfi. R* *±2ici5«^Xfctl£«Tyi-=^5^*5r. R'' . R* fct. 



CHt)m-N-( CH,)n --(tw^tl^m 
I 

R* 



O O 

li li 
-NHCNH-x -C-NH-* 



O 

tl 

- NHC - ) 



PGTU46-*v»-C&MSti«ffl|Bttl«</>->v I, , miKfcPCTJPjaffl*lfSi-«fcAJ-«ffl$*iS a-h' 

- !7 L II ^ IPO -» , 



AT :t — X h i; T 

AU ^ X 1* 7 »; T 

BB ^x'/L^tf— p- X 

BE -cyUd^r — 

BF -//u ^--^-^ r V 

BG -/^i-Ty »; r 

BJ 

BB -/ 7 

CA Ttr-^r 

CP tf'^r "7 'J **«S 

CG 3 > 3'— 

CH X >f X 

CI :j — I . > .Jf 7' — A- 

CM 7& ^ — : 



ES 
FI 
PR 
GA 
GI 
GB 
GR 



V 7 > X 
^- U 5- A- 



cs 

DP 
DK 



-f- .t 3 X o r 



HU '^>'?!r'; — 

IT < ^ U — 
JP H:*: 

KP «ii^S^^ilAS*5Bia 
KR :fctt&a 

U 'J b r > >• -L ^ >f >- 
LK 
LU 
MO 

MG --^ rifXij IV 



'J b r > >• 

X U 7 > 



ML -V >; 
MN ^ > 

MR ^ — »; :^ j=. r 
MW-v ^ f/^ 

NL :t 7 r 
NO / «•/ :c — 
PL m — 7 > K 
RO — •v::iT 
SD X — ^> 
SE X'V* — Tr> 

TD -f i--K 
TG > — rr 
us *H 



•^su^'iii^an vTM^tJoii^fc L-cc^ia:^tr*-f L**b, ^<r>^%m^ ^ i.ra^l2tn<?5#<oa-c«&*^ 
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3 

^^WlT J^^^y^l i-f-yy:/^. oi^i^i^^, 

CH3 

;^ ^ V'>'S ( - C H - ) > hU^f^l^i^^. 1 - y ^."^^5^1/:/^ 

5 C Ha C H3 

I I _ _ 

(-CHCH2-), 2 5^>«^^5=-i/:^^ ( -CHCH2- ) . 7- b 7 

gg, 1 - j:^ l^i^^, 2 - :i^^>^^5^ 

25 d'-^^fJbn^o 
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mi mm 

S R2 o 
fJ^-NHCNHs + Z -CH-C-R3 

(H) (no 



R» 

(la) 



R2 
R3 



10 (s^^i, RS R^ *5 J:t)^"R3 t:3:Mfeo^^%^U. ziiX^uju^ yu 
^OMst&t:^— (E) T-^i5tL^5=-^!> i/TM^f*:i— fi^OH) 

m2mm 

^R2 

N=C = 0 + H, 




20 CIV) (V)"" 

(lb) 

25 (^^i. Ri, R=^ J:r)?RM:3:efrfeo^Pfe>l:^-t?)o ) 
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20 



25 



2 



(Ic) 

10 (^143. R». R2 5b' ir^RM^BtflBO^^^^-t^o ) 

ij K\ D n .ru ^ » 1 , 2 - ;^ n n ^ ^ > > ^ 5^ .'V A T 
^ % V ( D C C ) 1 - K >' y* h y T y*- 



R 



2 



0 pj 
S 



R' (Id) 

(^t^. R^ R' *5j;t)?RMl;ttFiEO^!*^^-r^o ) 
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25 



mi mm 

S O 
fVNHCNHa + Z -CH-C-R3 

Ri (E) (IBD 



R» 

(la) 



R3 



10 i^^. R», R2 *5 J;tj?RM3:frfBO^^^^U. Zli^nju, 7*n 

15 k.\'t'7 A^::t -J^^ T -fe h V , - x tu, -5^ h 7 K n :7 ^ >' , ^ 

N = C=0 + HoN 




20 CIV) (V)^ ^ 



(lb) 

(^4^, R\ rV*5 J:D^-RM^Itfi50jtP^%^-r;5o ) 
^lOMat&l^— JiKst (IV)-e:^^n:5-f y i^T:^- hmM'i^t—m. 
^(V)-ezRi§:a^T ^ ^MSS^hOSlStr. — iilS:^ (lb) -e^^H?> 
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7 

K<>\^'X.(0 y -y h Bezold- Jarisch ( B J ) KMM-I^^ 

H^ffefljl (Oit^^\%. JnifitD Bezold-Jarisch SltfNffiJC^o-\.> 





BJ Sl#^7|2fFffl 


EDbo (/*g/kg i.v.) 


Emax (beats/ min) 

(«;>s:#MSf5) 


nmn 1 <oi\L^m 


3.01 


2 0 5. 8 


5 -HT 


1 5.6 


2 5 7. 9 




3 7.4 


2 5 9. 0 



2) :$:^B^<l:'^ii^Ofgffi^c>:^-t^ 5-HT3^^fr^S^^iJ<^^# 

15 f^!^O:*:f|0JO'fk'a-«^O^#O 1 0 ^S^gtir 5-HT3 ^^^tS^tm 
:5GR38032F(3Q Ag/kg i v ) ^ I C S 

2 0 5 - 9 3 0 ( 0.1 ~l v«g/kg iv) >lr^#i-?)i: J: 0 

(up and down&)^:3^5 0 ~ 1 0 Omg/kg i.v. t?fe->fCo 

mm. ^m. few. ^¥^mmKmm-^fi. jgne^ c^T^^^^tr) 
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8 



:)5 n 
(1) m m 

s^^s-^o 1 (oit^m 0. 2 mg 

fL 5^ 1 0 6.4nig 



15 



20 



=r — ^'^^—^ 4 8. Omg 

H K n #5^7*0 tf^-fe/uo -X 4. 8 iPg 

;^-rT U A 0. 6 mg 

1 6 0. 0 mg 

-fb-a-^A 2 0 0 mg, ?L*i 1 0 6.4 g^0^3 - -5^ 4 8 g ^ 

Kti-^U. Ko #->^7*t3 tr.>Hr^va l 0 % tKS 

Ty>'^-?^;^-i/C7A0. 6 g^lBk.. 1^16 0 mgtCfli^-t 

C 1 0 0 0 ) o 

(2) %L n 

25 it^^A 0. 4n]g 

-'t:^ — 77 0. omg 

3 — v;;^^— -5^ 19 9. 6mg 

d^* y 11* = — ^ t.° D i; 3 0. 0 mg 

1 0 0 0. 0 nig 
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it-^^A 0.4 g. h 7 7 0 g - >'^^-5=- 1 9 9.6 

g ^m—KU^ b . \ 0%iS^^)\^-J^^^ K Tk^fS 3 0 0 

(3) ioy'^^j^n 

5 it'^^A. 0. 2mg 

r3->';;^;^f--5^ 19 8. 8mg 

2 0 0. 0 nig 

AO. 2g. rr-^'^i^-^igS. 8g> ^^xT'Jv-^:^ 

3!7 :7--fe>n^^Jti"^ ( 1 0 0 0 * ^'-kA- ) o 

(4) -yn o, 

it^^A 0.2mg 
a . 8.0 mg 

^b-a-i^A 0.2 g. aJ^8 g 1:^M7k^C0;&>U. S^i^P^L'^' 

(5) #?4^-^l^^iJ 

it^mA o.smg 

20 ^'fl::^ h ij 57 A 9 mg 

it^^A 3 0 0 nig, m<t^ V V t^J^9 g -kBMl^M^TkKmM 
L> 1 0 0 0 mlKm^-t^o ^(DmW.-^'I^M^7yy°^Klmm^ 

25 -f^o ?:fe\,>t:'T ^ 7"/^%;^-- h v'-.7*-ei;p^^®i"^ ( 1 0 0 0 
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15 



20 



8 



\, - El ^ ^ -t: s # -r ^ o 
^ J& 

(1) ^ 

^ii^e^j 1 (Dit^m 0. 2 mg 

?L *i 1 0 6. 4 n?g 

=r-:x^;^-^ 4 8. Omg 

t K n #-2^7*0 li/Hz/un -X 4. 8 ipg 

^^'tT ^) >'Wi'^ ^^^ytf M 0.6 Big 

1 6 0. 0 m/M 

it^^A 2 0 0 mg, 1 0 6.4 gRt^^i- >' s^^-'^ 4 8 g% 

T i; >'^-^ i^jti A 0.6 g ^Jd;^. 1 ^ 1 6 0 mg^cfi^-f 2) 

C 1 0 0 0 ^ ) o 

(2) ^ij 

- 5, h 7 7 0. 0 ng 

a->'.x^-^ 19 9. 6n« 

/iN* u e = - n i; 3 0. 0 mg 

1 0 0 0. 0 mg 
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11 

m^k; 1 8 5-1 9 or (^m) 

Ttm^^iU ( C14H17 N3OS • C4H4 04 - 0.6 H20 thx) ; 

C (%) H (%) N (%) 
5 tf »ft 5 3. 7 6 5. 5 6 1 0. 4 5 

mmu 5 3. 7 5 5. 5 3 1 0. 5 3 

-^^^-<^h/u(El);m/z 275 (M+ ^'j-^tLt) 

Hii^J 2 



10 




(1) XiJf y-^l 1 m^4'^C5^;a- l^T 0. 8 6 g ^t)^' 3 -P'*n<:t- 1 

- ^ ^^A'li"-: 1; 4 - • ^'fl:;d<^^i^ 3.0 8 g 

5, 6, 7 -T ^ ^ y° TT L 4, 
20 5 - c ] y >' 0. 5 6 g ^#/^o 

»H:^?aM*Ri^^^ ^ ^ ( ^ ' CDCI3 ) ; 

2. 5 0 ( s . 3 H ) , 2. 6 0 2. 8 0 ( m , 4 H ) , 
3.4 0 - 3. 5 0 ( m, 2 H ) 
25 '^r;;^^-:-?' h ^ ( E I ) ; m/z 1 .6 9 ( M^) 

(2) (i)-c-#fc<b'^«^o. 1 7 g^r>*( o-^h^-5^7x=^)-fy 
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12 



2 0 1 ~ 2 0 3 °c N - ( o-y v=^-yyx.-A^) - 

N'- ( 5 - / 9=-^- 4 , 5, 6, 7 -T h 7 V°^Tynl4, 
5 - c ] t: y V - 2 - .V ) l^T G. 2 5 g ^#/Co 

5 TC^^^ffflt ( C15H18N4O2S i Lt ) ; 

C (%) H (%) N(%) S (%) 

tf^lE 5 6. 5 8 5. 7 0 1 7. 6 0 1 0. 0 7 
MMfS. 5 6.3 8 5. 6 4 1 7. 4 6 1 0, 1 4 
-^^-5^-<;^' h >^ ( E I ) ; m/z 3 1 8 ( M+) 

10 3 

'CHo 



•OCH3 

o - y h ^ ':^^,i>#®^ 0. 15gODMF2 mimUK^ H O B T 
15 0.1 6 gJ!^l^t?DCC 0.2 5 g%irax./Co 3 0 ^i^fij 2 - (l) 

e#ibn/c'fi::^tJ0.1 7 g %5n;t. ^^^-tj^^ii^L/Co -KJSm 

y M ^ u-^ Y ( y iJ : ^ X2 n ^ji^j^ - ^ y^ju) U/c 

20 ^-T^^v- y :7-n tVu3i--r/v{^-C?5fe^L. 1 6 4 ~ 

1 6 6 °C%^"f N- ( 5 4 , 5, 6, 7-xh^liKn 
5=-Ti/n [4, 5-c]li"Vi>>'-2--f^)-o-^ h ^p-^-O- 
XT ^ KO. 1 4 g%#:fco 

25 7c^4^5^fii: ( 03 02 s . 0.4 H2 o t L -c) ; 

C (%) H (%) N (%) S (%) 

ff^ilt 5 8. 0 1 5. 7 8 1 3. 5 3 1 0. 3 2 

MMM. 5 8. 0 5 5. 5 1 1 3. 3 7 1 0. 3 5 

•^^;^-<^h>/^(El); z 3 0 3 ( M"^) 
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13 



0 



CH. 



a 



NHC 



• >^HOOCCH 



CHCOOH 



OCH3 



5 



(1) 2 (1) -^mfcit^^ 1. 0 2 g > ^itm—m 1. 1 4 g 

K-^w^Wt-^ h y i> ^ 0. 6 2 g -^d^x^-^-^in^fco a o ^f^-b^^ 

: ^ n n - ^ y — /i^ ) ^: t J; ^ ^ 
^-5-/^^-4, 5, 6, 7 --r h 7 y*o C 4 , 

5 - c ] i; v^x 0. 9 6 g ^#/Co 

15 'Hmmm.^m^-<:f' ( 5. CDCI3 ) ; 

2. 5 0 ( s , 3 H ) , 2. 8 — 3. 0 ( m , 4 H ) , 

3. 5 5 - 3. 7 5 ( m , 2 H ) 

K -fl^ ( E I ) ; tn/z 2 3 2, 2 3 4 ( M+) 

(2) TJ^^^>'^W.T. - 6 0V^^m:3L--TJ^8 OmlKl 5% n - 
20 p^*5^/n; 5^i> A-'N^i^>'^^^4. 5 m^^50^fCo - 7 0 °C K X 

(1) '^^fcit'k^ 0. 9 5 gO|g!^3i-x/H Sm^^fR^ 1 ^fBld> 

^ ( 0.5 9 g ) %DMF 5m^{Cin^fCo 
25 h >; 3i5^>«^T ^ 0. 2 5 g. HOBTO. 2 4g, D C C 

0.3 7 g^j&n^/-o j?^v^t?m©r-CT = ':xi;^>' 0.2 2 g^m^> 
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12 



Wlfk 20 1~203 °C -km-t. N-( o-> V^iy:7x.-J^) - 
N'-(5-^^^-4, 5, 6, 7-'rh7tiKo^Ty'n[4, 
5 - c ] y i^>' - 2 - -f ^ ) l/T 0. 2 5 g ^#/Co 

5 7n^:$3^5^fi£ ( CisHisN^OzS t fi: ) ; 

C (%) H (%) N (%) S (%) 

tf 5 6. 5 8 5. 7 0 1 7. 6 0 1 0. 0 7 

^TllJtt 5 6. 3 8 5. 6 4 1 7. 4 6 1 0. 1 4 
•v;^j^-<^h>^(El);m/'2 3 1 8 ( M"^) 

10 nMn 3 



o - ;^ F ^ 0. 15gODMP2 m^^V^^, H O B T 

15 0.1 6 g <:^\-^-eD C C 0.2 5 g^&]x./Co 3 0^^. ^Jfi^?!j2-(1) 

^ ^ u h ( 5/ i; ij^/u : ^ u n jj^yi' A - ^ y — ) L/C 
20 ^--T^vu- ^ y t.V^ai--7-yi.^-C^^t. ifi^l6 4~ 

1 6 6 "C^^-f-N- ( 5 4, 5, 6, 7 - 7=" h 7 K n 
5^TynC 4, 5-e ] ei;,:^i/_2-^.^)-o-^ m'C^'<>' 
XT ^ KO. l 4 g%#/Co 

25 Ttm^^l^ ( Hit O3O2S ' OAKzO t 1.x) ; 

C (%) H(%) N(%) S (%) 

tf-^flt 5 8. 0 1 5. 7 8 1 3. 5 3 1 0. 3 2 
^SlJflt 5 8.0 5 5. 5 1 1 3. 3 7 1 0. 3 5 
h ( E I ) * m/z 3 0 3 ( M"^) 
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15 

Jtm^^i^ C CieHasNsOSClz tl^X 
C(%) H(%) N(%) 
lt#flt 5 1.0 6 6.1 6 1 1.1 7 
mMiW. 5 1.0 8 6.2 0 1 1.1 2 

5 mmfil 6 




10 l-(o-;^>^h^ h=3|rC/prx-^)5^^^7l^T0. 5g*?J;t>^2 
-7*n^T-fef^>^tri; i^^^^'fbTkSm^O.? 7g^^iJ^^--'^2 0 

15 iS^i^y-A-j: 0S7^rmb-C2- ( 0 - ^ h^-yr^v y ) - 4 

_ ( 2 - U i^-"^ ) ^Ty*->^0. 7 1 g ^ Ht^o 
ife^ ; 1 6 5 ~ 1 6 6 °C 

Tc^^^fii ( C1SH18N3OS 2i L-c) ; 

20 C (%) H N (%) S (%) 

lt#flt 6 3. 5 8 4. 6 2 1 4. 8 3 1 1. 3 2 
^^lljfil 6 3.6 6 4.6 0 1 4.9 0 1 1. 2 6 



) ; 

0(%) S(%) ClQTo) 

4.2 5 8.5 2 1 8.8 4 

8.4 8 1 8.8 0 



25 
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1. TIB— Jis^ (I) "C-^'^ifi.^^^Ty'-^M^^Xtt^o^lg^a^ 



(I) 

Tfc^M^-e^^-t R';i)^^- Y -Het (^^1^. YJ1#.^^XW:1S 

^- ( C Hz )m - N - ( C Hz ) n - t:^^ ^fl'^^ 

I 

R* 

(^4^. n{d:iX.(d-2, R* ^1g:MT^=^^^^^5^ver^g^-f 

; — NH 

0 0 o 

II II il 

-NHCNH— . — C-NH-. — NHC— ) 

2. R'5&^1iaT^=' ^ ':xStrt) R' . R^ — #:<!: o T 

20 ^ - ( CH2)m-N- ( CHz)!! --e^-$ix:5^ 

I 

R* 

o 

?)o ) -e^^. x/&'-^-NH-:d^Xii^-c-NH--e^-$n^ 
25 ^t:*^^f»^mis««0'fb'a-%Xd:^oi^^^a^jKi^^^n;5 

3. 2 — (o-^h^e^T-yy)— 5-y'f^^-4, 5, 6, 7 
— 7" h 7 H K n 5=- T y* ci [ 4 , 5 — c ] ti° i; v • J^W^ 
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17 



4. N— (5— 4, 5, 6, 7— T-hoiiKD^Ty*ci 

:?>-ib5^i^. ^Ai^M^, mB^mncom^t^Mmmm. 
10 -^imm-r^z^m 

7. (I) 



X 

15 (I) 

(^4^. R' «:?K^iE^-X«i&MTJ^=J RS R*«> R'' 

20 ^- ( C H2)m-N- ( CH2)n— -e^-^n 

I 

R* 

0 0 o 

II II II 

25 ^i~^;-NH-, -NHCNH— , -C-NH-, -NHC-) 
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16 

^ (D m m 
1. TIB— (I) '^^•$H^^Ty''--^mmi^xia^(Dmm^&^ 




(I) 

7k^ii:^-C't)tp-CR*d^^- Y-Het (^rl^. Y fct-^i^^XWriS 

^- ( CH2)m-N- ( CH2)n --^^-^fv^b^ 

I 

R* 

^i"^ ; — NH — , 

0 0 o 

II ir II 

-NHCNH— , -C-NH-. — NHC— ) 

20 ^ - ( CH2)m-N- C CH2)n --e^-$il?)S 

I 

R* 

n(ilXfi2. R* i£^T ^ ^ ^1- S % 7^ ^ it^-f 

o 

II 

25 mx*t>^ m:^m 1 mmo^t^s^xift ^ (omm^^ m w ^ n 

3. 2 - ( o - ^ h ^ T - V y ) — 5 ^ - 4 , 5 , 6 , 7 
— T^h^UKPf^Ty'n £4, 5 — c ] t:yv^>'.7-7 



wo 92/07849 



PCr/JP91/01428 



5 



19 

—m^ (V) 



H2N-< J (V) 



— ilS^ (lb) 



(^^», R^ ipJcj^'R'jiirfeo^^^^t-t^o ) 
15 (c) — ^j?; (^) 

(^-co^n (VI) 

R' 

-jis:^ (V) 



H2N-<^Y (V) 
25 ^nA, ^ 



,R' 

^R3 



(^Pf', R% R^^M^OTtPfe^Wf ) 



wo 92/07849 



PCr/JP91/01428 



20 



15 



25 



— ss:^ (ic) 



1 *' R 



R 
5 

id) (m) 

10 



R» 

HOzC-C 1 (VD) 
(^4". RS R' W:|frlBO^^^Jt-r?,o) 

— jiK^ (Id) 



R^ 



INTERNATIONAL SEARCH REPORT 

International Application No PCT/ JP9 1/ 0 1 4 2 8 



I. CLASSIFICATION OF SUBJECT MATTER (If several ciassificatlon symbols apply. Indicate all) « 
According to internatlonai Patent Ciassificatlon (IPC) or to both National Classification and IPC 

Int. Cl^ C07D417/06, C07D513/04, A61K31/425, 
A61K31/44, A61K31/445 

II. FIELDS SEARCHED 

Minimum Documentation Searched ' 



Classification System 


Classification Symbols 


- IPC 


C07D417/06, C07D513/04, A61K31/425/ 
A61K31/44, A61K31/445 



Documentation Searched other than IMinimum Documentation 
to the Extent that such Documents are Included in the Fields Searched • 



III. DOCUMENTS CONSIDERED TO BE RELEVANT > 



Category • \ Citation of Document, " with Indication, where appropriate, of the relevant passages " 



iteievant to Claim No. 



X 



DE, A, 3428342 (Boehringer Ingelheim 
Vetmedica G.m.b.H., Fed. Rep. Ger.), 
February 13, 1986 (13. 02. 86) 
& JP, A, 61-56047 & EP, A, 170193 
& US, A, 4853402 & AU, A, 4575385 
Compound of formula III 

DE, A, 3820775 (THOMAE K GMBH) , 
December 21, 1989 (21. 12. 89) 
& EP, A, 347766 & JP, A, 2-45489 
& AU, A, 8936593 



1-2, 7 



JP, A, 
August 14, 
(Family: none) 



59-141554 (SOGO YAKKO KK) 
1984 (14. 08. 84), 



KK) 



EP, A, 117082 (FUJISAWA PHARM 
August 29, 1984 (29. 08. 84) 
& JP, A, 59-193878 & US, A, 4649146 

DE, A, 3332148 (KOTOBUKI SEIYAKU CO.), 

May 24, 1984 (24. 05. 84) 

& JP, A, 59-95281 & FR, A^ 2536399 



1-5, 7 



1-5, 7 



1-5, 7 



1-5, 7 



" Special cateoories of cited documents: 

"A" document defining the general state of the art wliich is not 

considered to be of particular relevance 
"E" earlier document but publistied on or after the Internatlonai 

filing date 

"L" document which may throw doubts on priority claim (s) or 
which is cited- to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use. exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 



"Y" 



later document published after the International filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot 
be considered novel or cannot be considered to involve an 
inventive step 

document of particular relevance; the claimed invention cannot 
be considered to involve an inventive step when the document 
is combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 

document member of the same patent family 



IV. CERTIFICATION 



Date of the Actual Completion of the International Search 

December 5, 1991 (05. 12. 91) 



Date of Mailing of this international Search Report 

January. 14, 1992 (14. 01. 92) 



International Searching Authority 

Japanese Patent Office 



signature of Authorized Officer 



Form PCT/ISA/210 (second sheet) (January 1985) 



International Application No. PCT/ JP91 /01428 



FURTHER INFORMATION CONTINUED FROM THE SECOND SHEET 









2131423 


A 


Chemical 


Abstracts, Vol. 


107, 


No. 


A 


Chemical 
Abstract 


Abstracts, Vol. 
No. 131605f 


106, 


No. 


A 


Chemical 
Abstract 


Abstracts, Vol. 
No. 122851q 


104, 


No. 


A 


Chemical 
Abstract 


Abstracts , Vol . 
No. 68960h 


110, 


No. 



1-5, 7 
1-5, 7 
1-5, 7 
1-5, 7 



OBSERVATIONS WHERE CERTAIN CLAIMS WERE FOUND UNSEARCHABLE 



This international search report has not been established in respect of certain claims under Article 17(2) (a) for the follovving reasons: 
l.p^ Claim numbers 6 , because thpy relate to subject matter not required to be searched by this Authority, namely: 

Claim 6 of the present application pertains to a medical 
treatment of the hxunan body by curing. 



2.r~| Claim numbers , because they relate to parts of the international application that do not comply with the prescribed 

requirements to such an extent that no meaningful international search can be carried out> specifically: 



3.| I Claim numbers . because they are dependant cliaims and are not drafted in accordance with the second and third 

sentences of PCT Rule &4(a). 

Vl.n OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING ' 

This International Searching Authority found multiple inventions in this international application as follows: 



l.r~| As all required additional search fees were timely paid by the applicant, this intemationaf search report covers all searchable 
claims of the international application. 

2. 1 [ As only some of the required additional search fees were timely paid by the applicant, this international search report covers only 
those claims of the international application for which fees were paid, specifically claims: 



3. 1 I No required additional search fees were timely paid by the applicant. Consequently, this tnternatlonal search report is restricted to 
the invention first mentioned in the claims; it is covered by claim numbers: 



4.ri As all searchable claims could be searched without effort justifying an additional fee, the International Searching Authority did not 
invite payment of any additional fee. 

Remark on Protest 

I I The additional search fees were accompanied by applicant's protest. 
No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (supplemental sheet (2)} (January 1985) 



m m m & n ^ 

BDBflj«»*PCT/JP 9 1/01428 





MfS^^Pf^M (IPC) T . i. n #9 

C07D417/06, C07D513/04, A61K3 1/425, 
A61K3 1/44. A61K31/445 






^ SI 


a la ^ 


IPC 


C07D417/06, C07D513/04, A61K3 1X4 2 5, 
A61K31/44, A61K31X445 


Ji /Jx S jS 44 Jfi ^ (D S 114 -C-a IE «r ^ i> (O 




m. m 










X 

A 

A 
A 


BE, A. 3 4 2 8 3 42 (Boehri iig«r Ingelheim 

Vetmediea a.m, b. f«d. B«p. G«r. ), 

I 3. 2^. 1986(1 3. 0 2. 86) 

&JP. A, 61-56047&EP. A. 17019 3 

&nS. A, 4853402&An. A. 4575385 

PE, A, 3 8 2 0 7 7 5 ( THOMAE K GMBH). 
21. 12^. 1 98 9 (2 1. 1 2. 89 ) 
&BP. A. 347766&JP, A, 2-45489 
& AU, A. 8936593 

J P. A. 5 9- 1 4 1 5 5 4 ( SOGO YAKKO KK), 
14. 8.^. 1 9 84 ( 1 4. 08. 84 ). (7x5 V -/it) 

EPr A. 1 1 7 0 8 2 (PU J IS AWA PHABM KK). 


1-21 7 

1-5, 7 

1-5, 7 
1-S, 7 


•^•§lffl3tiR0*:f a'y- TTj aiRUjiaHX»tftjeHo«ici^*snfcXittT?i&-5 "Cffl 

rtj «ife«ii5SK:S«*iiS-^<&3S:«Xw:ftbo]S:itto^fTB rxj i#»cBgiico*5S:ittx«^-c, aKS:itt©«--e%ojo»f 
< tt<teo#sija:s**Bia:f5fcJ6»!i§iffl-r.5s:iK attxniii&tt)!>5fti,^t3fie,*t5*>© 

(S*i<=f-i-) rvj #K:Ba3t©*SAitt-C*^t, SKSCittiflbo 1 


IV'. S • IE 


HIB51B«4r^Tt.fcB 

OS. 12. 9 1 


aies»x«#©is%B f 4' U 7 . 9 2 


e * a # rp ;f (ISA/JP) 




4C 9 0 5 1 

1 til 





«S:PCT/ISA/210(^ 2 -< - (1981^10^ ) 



m»mms^ PCT/JP 91/ 01428 





I mm^mf^ ) 






2 9. 8^. 1 9 8 4 ( 2 9. 0 8. 84 ) 

&JP, A, 59-l93878&US> A, 4649146 




A 


DB. A, 3 3 3 2 1 48 (KOTOBUKI SEIYAKU 
CO ), 

2 4. 5^. 1984(2 4. 0 5. 84) 

&JP. A, 5 9— 9528l&FiU A. 2536399 

&U &, A. 4564678 & 6-B. A. 2 13 1^2^ 


1-5. 7 


A 


Chemical Ab s t r« e t s, M 1 0 7 #. 


l-5i 7 


V. a 







3. □ it*Oigffl ti^ «eMlt^®lBB-C$t>*»<5PCTMaiJ6.4(a)m2X©a3tfcti£o-cem$*i. 

-CV^Ji:V^o 



t*:&i^'^5 J; ^ ^-^:®llfiSa^lSfc^i-£l±®56??*s•&S^^•CV^:5„ 



1. □ j^iBv-x:^n-t-^t^ikn6>m7tvi!:mmfiK.mn-^ixtzcD-c^ ^Lcommnr&m^n^ mmmm<o-r^ 

fflfcSI^K:fS«§iLfcMKfcff,^<^:®lt^®®Ht=.ov^-Cf^^Lteo 



«S;PCT/ISA/210C»*-<- ->'(2)) a985¥ 1 ^) 



mtstibm*^ PCT/JP 9 i / o i 4 2 8 













Jil5#. ( 1987) 1 26 9 7 1 j 




A 
A 


u n ein i c a i ad straets* s^lOD^t ^1 
( 1 9 8 7 ) 1 3 1 6 05 f 


1—5, 7 


A 


Chemical Abstracts, il 1 0 4 #, H 1 5 

( 1 9 86 ) m^fyW-^ 1 22 8 51 q 


1-5. 7 


A 


Chemical Abstracts, ^ 1 1 0 #, 119^, 
( 1 988 ) 6 8 9 6 Oh 


1-5, 7 



tlliSPCT/ISA/210 (mi^- v') (198S# 1 ) 



